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METHODS OF TREATING
HYPERTRIGLYCERIDEMIA

This application is a continuation of co-pending U.S. appli-
cation Ser. No. 12/702,889 filed on Feb. 2, 2010 which claims
priority to U.S. provisional application Ser. No. 61/151,291
filed Feb. 10, 2009 and U.S. provisional application Ser. No.
61/173,755 filed Apr. 29, 2009, each of which are incorpo-
rated by reference herein in their entireties.

BACKGROUND

Cardiovascular disease is one of the leading causes of death
in the United States and most European countries. It is esti-
mated that over 70 million people in the United States alone
suffer from a cardiovascular disease or disorder including but
not limited to high blood pressure, coronary heart disease,
dislipidemia, congestive heart failure and stroke. A need
exists for improved treatments for cardiovascular diseases
and disorders.

SUMMARY

In various embodiments, the present invention provides
methods of treating and/or preventing cardiovascular-related
diseases and, in particular, a method of blood lipid therapy
comprising administering to a subject in need thereof a phar-
maceutical composition comprising eicosapentaenoic acid or
a derivative thereof In one embodiment, the composition
contains not more than 10%, by weight, docosahexaenoic
acid or derivative thereof, substantially no docosahexaenoic
acid or derivative thereof, or no docosahexaenoic acid or
derivative thereof In another embodiment, eicosapentaenoic
acid ethyl ester comprises at least 96%, by weight, of all fatty
acids present in the composition; the composition contains
not more than 4%, by weight, of total fatty acids other than
eicosapentaenoic acid ethyl ester; and/or the composition
contains about 0.1% to about 0.6% of at least one fatty acid
other than eicosapentaenoic acid ethyl ester and docosa-
hexaenoic acid (or derivative thereof).

In one embodiment, a pharmaceutical composition useful
in accordance with the invention comprises, consists of or
consists essentially of at least 95% by weight ethyl eicosap-
entaecnoate (EPA-E), about 0.2% to about 0.5% by weight
ethyl octadecatetraenoate (ODTA-E), about 0.05% to about
0.25% by weight ethyl nonaecapentaenoate (NDPA-E), about
0.2% to about 0.45% by weight ethyl arachidonate (AA-E),
about 0.3% to about 0.5% by weight ethyl eicosatetraenoate
(ETA-E), and about 0.05% to about 0.32% ethyl heneicosa-
pentaenoate (HPA-E). In another embodiment, the composi-
tion is present in a capsule shell. In another embodiment, the
composition contains substantially no or no amount of
docosahexaenoic acid (DHA) or derivative thereof such as
ethyl-DHA (DHA-E).

In another embodiment, the invention provides a method of
treating moderate to severe hypertriglyceridemia comprising
administering a composition as described herein to a subject
in need thereof one to about four times per day.

These and other embodiments of the present invention will
be disclosed in further detail herein below.

DETAILED DESCRIPTION

While the present invention is capable of being embodied
in various forms, the description below of several embodi-
ments is made with the understanding that the present disclo-
sure is to be considered as an exemplification of the invention,
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and is not intended to limit the invention to the specific
embodiments illustrated. Headings are provided for conve-
nience only and are not to be construed to limit the invention
in any manner. Embodiments illustrated under any heading
may be combined with embodiments illustrated under any
other heading.

The use of numerical values in the various quantitative
values specified in this application, unless expressly indicated
otherwise, are stated as approximations as though the mini-
mum and maximum values within the stated ranges were both
preceded by the word “about.”” Also, the disclosure of ranges
is intended as a continuous range including every value
between the minimum and maximum values recited as well as
any ranges that can be formed by such values. Also disclosed
herein are any and all ratios (and ranges of any such ratios)
that can be formed by dividing a disclosed numeric value into
any other disclosed numeric value. Accordingly, the skilled
person will appreciate that many such ratios, ranges, and
ranges of ratios can be unambiguously derived from the
numerical values presented herein and in all instances such
ratios, ranges, and ranges of ratios represent various embodi-
ments of the present invention.

In one embodiment, the invention provides a method for
treatment and/or prevention of a cardiovascular-related dis-
ease. The term “cardiovascular-related disease” herein refers
to any disease or disorder of the heart or blood vessels (i.e.
arteries and veins) or any symptom thereof Non-limiting
examples of cardiovascular-related disease and disorders
include hypertriglyceridemia, hypercholesterolemia, mixed
dyslipidemia, coronary heart disease, vascular disease,
stroke, atherosclerosis, arrhythmia, hypertension, myocar-
dial infarction, and other cardiovascular events.

The term “treatment” in relation a given disease or disor-
der, includes, but is not limited to, inhibiting the disease or
disorder, for example, arresting the development of the dis-
ease or disorder; relieving the disease or disorder, for
example, causing regression of the disease or disorder; or
relieving a condition caused by or resulting from the disease
or disorder, for example, relieving, preventing or treating
symptoms of the disease or disorder. The term “prevention” in
relation to a given disease or disorder means: preventing the
onset of disease development if none had occurred, prevent-
ing the disease or disorder from occurring in a subject that
may be predisposed to the disorder or disease but has not yet
been diagnosed as having the disorder or disease, and/or
preventing further disease/disorder development if already
present.

In one embodiment, the present invention provides a
method of blood lipid therapy comprising administering to a
subject or subject group in need thereof a pharmaceutical
composition as described herein. In another embodiment, the
subject or subject group has hypertriglyceridemia, hypercho-
lesterolemia, mixed dyslipidemia and/or very high triglycer-
ides.

In another embodiment, the subject or subject group being
treated has a baseline triglyceride level (or median baseline
triglyceride level in the case of a subject group), fed or fasting,
of at least about 300 mg/dl, at least about 400 mg/dl, at least
about 500 mg/dl, at least about 600 mg/dl, at least about 700
mg/dl, at least about 800 mg/dl, at least about 900 mg/dl, at
least about 1000 mg/dl, at least about 1100 mg/dl, at least
about 1200 mg/dl, at least about 1300 mg/dl, at least about
1400 mg/dl, or at least about 1500 mg/dl, for example about
400 mg/dl to about 2500 mg/dl, about 450 mg/dl to about
2000 mg/dl or about 500 mg/dl to about 1500 mg/dl.

In one embodiment, the subject or subject group being
treated in accordance with methods of the invention has pre-



